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[57] ABSTRACT 

PURPOSE: To obtain a TAN- 1746 compound exhibiting excellent antitumor activity and useful as an agent for 
the treatment of malignant tumor of man or mammals by culturing a microorganism which belongs to the genus 
Verticillium and capable of producing TAN-1746 in a medium. CONSTITUTION: This TAN-1746 compound 
which is a new compound expressed by formula [R is an (acylated)hydroxyl group] and useful as a therapeutic 
agent for malignant tumor can be produced by inoculating a microbial strain which belongs to the genus 
Verticillium and capable of producing TAN-1746 compound (e.g. Verticillium chlamydosporium FL-36581 
strain) to a medium, culturing at 28°C for 48 hr on a reciprocating shaker, transplanting the obtained seed 
culture liquid to a medium in a stainless steel tank, culturing under aeration and agitation at 28*0 for 6 days, 
filtering the culture liquid, extracting the filtrate with ethyl acetate, removing the solvent from the extract by 
distillation and purifying the product by silica gel chromatography. COPYRIGHT: (C)1995,JPO&Japio 
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litl] 




AN-l 74 60 

[Bl««3l x^-T^^i^y ^^AJBJCMU, {b^i^lTAN 

- 1 7 4 6 ^±mi-i>mtii:^-ri>Wi±<ii!ii:»m\c^m 

U «f«fe"^tr-fk-^iKlTAN- 1 7 4 6 Sri^^a-it U 
rixSr^H1-5ri:Sr#mi:1-5{k^'feTAN-l 

7 4 6 <Dffi!jt& 

[!t*3l5l fb^WASTAN- 1 7 4 6T?&5|»*«4 
[000 1] 

KMb-g-i^TAN- 1 7 4 6 (UT. TAN 
-1 74 6 irl^fj^-rs wife feS) tcgi-rs. 
[0 0 0 2] 

m(OmM^mV^m Sr^r-t-S h'->y (Chlanydoci 
n) ['^/W-^'^* • ^ 5 * • T ^ (Helvetica Chimica 

Acta) , M5 7#. 5 3 3M (1 9 7 4^) , 3— n 
trr^- • i^^—i-zU • • Vi^-— (European Jou 
rnal of Cancer) , f^l 0^. 8 0 IH (1 9 7 4^) 
«f3 . tfilftSf^ffl^Jr^-f hyjK^W (Trapoxin) AJ3 
it/B Clf • i^-Y—t/l' ' • T'y'i-y£i^'}'97. (Th 
e Journal of Antibiotics) ,l|43^> 1524M 

(1 9 9 0^) ) ^!4S*ne><XTV^S. 

[0 0 0 3] 

[0 0 0 4] 

[S!IJSS:»»-rSfc*<D^®] *5IW#P>B:, ;J:>!J»sa 



r a s ;^fVJie^F•-t?fl^Ke#ILfc■7^7;^.N I H 3 T 3iia 

i&mmi: iE^^ua^ icmm-r^ mmt^<^i:^m i- 

AN-l 74 6t«:-fSri:fJ:Ufc. *3S?l#e>tt. r 

Sr^^Lfco *»WHc, (1) -f&^ 
Ut2\ 




(I) 



s 

(S:if. Rttr->/Hk$i^TV^T't)J;V^;!|^KS&S^•t) 

•c«$n5<t:-a-i^*fci4^rom, (2) R*5*i?S-efe 

5±IS (1) Emw^k^ifeTAN-1 7 4 6, (3) 
-X-<vy I^AJSJCjaU -fk-^TAN-l 7 4 6S:± 

{b-g-ifeiTAN-l 7 4 6Sr^«iBH:L*, rttSrS® 
f 5 r t Sr«f»t -f-S^b^iftlT AN- 1 7 4 6 ©Kig 
jSfe, (4) ±IB (1) SB«i©flS^«J*fc«:-€:©iftSr^* 

UT:^i5giS^J*Ji;t/ (5) {b^<fe»;S5TAN-l 7 4 

6-efc5±fa (4) is«feoedft«^J4:ii«i-S'boT?fe 
[0 0 0 5] ±M-Wt^ (I) {CiiU R-e*$n5T 

r/\yijj^/\^ (t/v^/V'^/vjK^/I') s> ry-zw^/i' 
S-efc5, T/w*y>r/w (t/w*/w*/1'5R=>'w) SJsi 

PjHSo Ty-yi-:*/i^si<=/i'S*3J:?J«r y-zi'si-drix* 
/Wji?=:/PS{;it51:tSTy-/PSi: L-C(4. tJilxff^^m 

6*v>Li 4<Dry-/i^;6s^»f btis. :L(ox^fiT 

y-zi'Si: LT(4, 0i);ttf7 3:-/K hy/K ^^i^y 
/W, If^ai^/K 1 -*fcli2— ^-^f-zK 1-x 2- 
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*fcti9-T:/hy/K 2-, 3-. 4-^fc\t 

9-y:x^i-:yVV/K l-> 2-. 4-. 5-*fc«6 

1 -:7:n:=.7i/7'n hVK 2-:7air:>rU7'nt:' 

m-^fcf^p -tert->^^/^^Vv?yW, 2,3-. 
2.4-, 2.5-. 2.6-. 3, 4-*yttt3. 
7«^/l'-<>'v^/K 2,3,4-. 3, 4, 5-4fcl^2, 4, 
6 - h y ^ ^/i^-O^i^yW. 5— f yyufcVu-2-;?<^ 
/W-O-i^yK 2-^y:/nbV^-5-p<^yl'^Vv^/K 
2-;?«^yV'-5-tert-y^/P^>'i^yK 2.4-. 2. 
5-^ytft3, 5-v?^y7'nfc:VV'^:/v?/K 3,5-v^ 
-tert-y^/U^^^v^/K 1- (2 -p< ^/U7znr:/U) 
1- (3-;?«^/P7a::=i/^) ji^^/K 1- (4 
-><^/^:7 3:=:/P) Oi^^K 1- (2-^y7't3lf/U7 
=^:z./u) ^^/K 1- (3-'Yy:/nt!'/W7ain/^) 

f-zK 1- (4-^y:/ufc:*yw73i^yp) i- 

(2-tert-P^^yV:7 3::=.>rV) ai^/V. 1- (4-tert 

4-7<^/l->^:=i:=./l') ^tf'/K 1- (4-^ yy^u}^;]^ 
-2-:?^^/uyzj^=L/u) 1- (2, 4-i^p<^ 

/W:73:=/l') 1- (2. 5-i^;^^/W>^3: = 

/W) JC^/l.^ i~ (3, 5-i/^^yW7:nr:/U) ^f- 
1- (3, 5--J-terl-:f^/l^y:r:=./U) :SL^]IV 

[00 0 6] ^^S:^/^:^:^/W£tC:Jo{:t Sia^mSi: L 
7^ n IS^S: 1 - 4 ffl^tf 5 * ^ti 6 *(0ffl*SS;&5fc*f 

tfny::^/K tfnli/K f^yy^K 

/K :7y/K ^:i:^/K :^=¥f-y^y/K ^y:<^=^1^y'y 
/K -ryf^Ti/y/K ^ry^y/u. i^^yi^y. t^^y 

v?n/K ify^v?:=^/K -rvKy/K i, 2, 3-hy 
T:/y/K 1, 2, 4-hyTy'y/K 1, 3, 4-h 
yr^/y/K -rh^v^y/K 1. s-v^^t-^^y^^/K 

^yl-^t^ y / . ^/l^J}^ y 2 -:t^y e'n y v?r:;u/jr 

-&Lr2^ttfig^ss (fi^j. 8-:^/y/K s-T'yn 
-/i-S. r^/w^/wS. S^SSll. 



(^^d. tKn:^ri/S, :^yW7}<^iy/^S. Ci_6ryu^yw 
(c:$f^b<fi;^^fc2'-7corv/^S (M. r^5^>'K 

ynt:'';t^/K :/^y/K ^y^^^y/K /^l^y>'K ^ 
y/^uy/u^ tf/^n^yK ^vy^/K ;^ h^V:;(7/i/3K 

yyn7K^>':^>rU;K:=^/K >^ h^e^;^7/^7K:=^/K tert- 
7'h:^i/;(7/U/1fr:/K y:/h + i/*/i^sK^/^^^^) *5 

[0 0 0 7] ±iE-«^^ (I) 4^. ^^mLm-n%^ 

S: (1) '^^^i\.^\t^m\%. ^Sr^J5KLTV>TtJ: 

N-1 7 4 6{^. TAN- 1 7 4 6tfeS-r^ffi;^S:* 

So *:^M<^TAN- 1 7 4 ec^SJjgicfflV^Swid^-e 
t5«S±«>tLTW:/-<-x>fi^y l>Aja(-«U TAN 
- 1 7 4 6 Sr*S-raie;^«rWi-a«±«i'T?&ixtf v^-f 

4>gS$ixyb*l^SFL-3 6 5 8 Xm'^hMhflh. 
[0 0 0 8] FL-3 6 58 1ttc<Z)||^^«lttl^tS:£ilTJC 

(a) «-^«&tC:ioJt6^Wttffi 
1) 

2 4\:25BHIS03n:^-oa#«:. 6 
0-7 Omm-efcofco 19 ±;55ofc¥^i:(^0|l 

i^iagi5(c^-^t-c^iP^f«^sfe;5^e>«^8&S:Si-So ^^^^ 

2) ^^'U>fv-3 • >^K57*S^^i^ffi 

^WJi^ m^-C. 24t:2iaK^O=rn --C)iS@{^ . 
3 5-4 5mm"CfcofCo ^Wii&'O ^Lt^otzM^^<r> 

e>*x?Sv\ pH3-pHi 20v^•f^^•et>^W^^a^f. 
*Wia*«Sffl«:i otJ-s ot-cfcSo 2 3t:~2 7t: 
dsnfflitffi-CfeSo 3 7t:T?tt^«U35:v\ 

3) vr^v^nii^^ 

±m\t^U&X^ 2 4t:2 3iF^m<^='n^-Oii:Sfi. 
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5 5~6 Omm-CfeofCo ^ffil±¥aT't'n- K^e;?^ 

4) 3^-^5->'^*^^^Jfi 

0~6 Omm-efcofc. «E(4^«5 ±i5oft:^^^t^(^)|| 

[00 0 9J (b) 
5^ ^ ^ #f : MIK-C>fcv\ 

lRji6»o-Clft*ICtt</i5. SSlO~15/tm. (g 1. 
0~1. Sum (SSS) 0. 4~0. 6 mn (^fejSSS) 

5^ 4 ^ ■.y^Tum^^i-, y-iTy^ v%mi)^ 

fe, «ffi«:?tE. 2. 5~3. 0X1. 3~1. 5/im 

^Si^JlKia^^ (Dictyochlamydospore) : ^tfJ®* i 

1 7~2 0 X 1 S-l 7 MmT?iijofc. 
[0 0 1 01 E]l±(Oigm*^?>*«»<0^tt®tt. £JlTO 

Dr. Walter Gams M rCephalosporiunrartige Schio 

oelpilzej ( Gustav Fischer Vcrlag'Stuttgart'1971 ) 

(verticiiiium) icm-rimi^mbii^vh*) . 

5 K^JKy Mi (Verticiiiium chlamydosporium) ^iC 

y !>A 5 K>^sK!; i/M. (Vertici Ilium chlamydos 
poriujn) FL-36581 1 11^ bfc„ FL-36581 
¥fig5¥l 2^2 1 0WaftA-38HW^^ (I FO) 
Ji:Sfe## I F O 3 2 6 0 2 t UT*K$n. « fc^ 

¥fi£5¥i2^270 lciiiaMls«I3^lfi^lfK^fe^I# 
xm&'mm^m (n i bh) »cgt6#^FERM p- 

1 4 0 3 8 t UTlFie$ix-CV5o 



[0 0 1 U r-fi^y 5TAN- 1 7 

#5, TAN-l 74 6^MII(7)««(cffl^^p5^^5J^fffi 

m m. y-h-m. 'f-^i^wm) . n-y<y 

A, vi^^i/!?A/i^Sr^tf:£S, •r>-:*f:^, ffi 

V, r/nyi^^jif) , ^T'^KfB («!l, i^'^yf^K. h 
y^y^K/iif) , f^'^VlS (0l|, Bg, ==i^ 

i^se, B,2. cf£}£) , («, 7'y>'. tfy^v? 

r^uHDm. ««SiJ«SriOiT««!©pHSriSI 

««&OpHtt«f1t#3ft, ^KF^CpHii^5I5/^^^U8AS» 
*Lt^ :e»*tt*?J2 0'C*t^L.3 0"Cd5»*tV\ 
iS«^Wtt*54 8^K?iV>tl 6 8^W;j5jj.*L-V>. 
[0 0 12] ^#!fe>ii^e.aWi:1-^^'^^'^TAN-l 7 
4 6 Sr«li't5*)£Sr£lT{CjS^«, Rfk^^lttl'ttfli 

*yt. TAN- 1 7 4 6l4±i: LTi§ 

Hji^l. 5/iV^Ll 0, »*U< ttpH«S)3;iV^U8lc: 
V, iJ'nBjJ-v/WA^cD/^ayv^k^ft*^^, BtK^if^ 
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AN- 1 7 4 6 ^awi-s. nbtitz^mmmm^^T 

/iTAN-1 7 4 6Sr#5i:itt^*a©ffi*ro^o-7 

:^>HP-2 0 (HS-fb^ttS) , -fe7T7's'^';^LH 
-2 0 (7r/^■^•>r^tK. /fif) jS^^ 

h^^77^- (HPLC) ffit*flJ»CffiV^fcix5. 
tLri*. fiS|^tf:4-^'^'f»S^/l'i/9:^ (ODS) 

S*fc»4T-fe h= h y/i.^(^ri h yynst** fettles 

[0 0 1 31 £ATJC, m5^i-5llil«^l-C#P>tvfcTA 

N - 1 7 4 ^<nmm{^^fhm^^7Frir, 

(1) ^M: 

(2) itlE3tS : -6 8t; (c 0.50, 2 2 

(3) iH=-*:52 8 M* (E I — rj^JX^^ h/W) 

(4) 7C^5^«fffi: (%) 
liaiMil;C, 63.23; H, 7.76; N, 10.61 
tHLft;C, 63.62; H. 7.63; N, 10.60 

(5) 5>^^S;: C28H40N4OS 

(6) i«e^SPKitX (UV) ^^^^ h/U : p<^'/->'W4', 

: 2 3 5nm (t 3, 9 0 0) 

iix^/T^-r(j^^, ciD-^)„ 

C^l] 3460, 3310, 2980, 2940, 2860, 1680, 1630, 
1530, 1430 

(8)^^C:KflS^*'!& (NMR) 7.^9 h/W : 7 5IIHz, 
(|g|2D 212.4 (s), 175.6 (s), 174.3 (s), 172.9 



(s), 171.9 (s), 137.0 (s).129. 1 (d) x2. 128.6 (d) 
x2. 126.7 (d), 72.6 (d), 58.8 (s), 57.8 (d).54.3 
(d), 53.4 (d), 47.0 (t), 37.3 (t), 35.8 (t). 28.8 
(t), 28.8(t),26.5 (q), 25.2 (t), 25.0 (t), 24.8 
(t). 23.6 (q), 23.3 (t), 19.9 (q) 

yyu'S'h, qtt*>'i^s' ^^r^:^^^^^^■r. ) 
; y V* y :fy'ym. w^i^ni^m^ y i^arjs: 

l§tt:«p, 3:-/vy ytSJC 
(10)il53iaf«:^'n-^h^'97^- (HPLC) : 
fefijc ; YMC-Pack A-312, ODS 

il^Siffi; 4 0%T-feh-hyyw/0. 0 1My>'KiS» 
« (pH6. 3) 

gS3i ; 2 m 1 
^ttife ; 2 1 4nm 
^W^^ ; 5. 

a(*; v'y*y/'l'6 0F2 54 (^/l^^HM. bvy) 
mmmm ; ^'nnsi^/WA : ^9 (4 9:1) 
RffS ; 0. 3 0 
(12)ttS : "Pttli^ttife® 

[0 0 14] ^J,}L<r>7'—9^i.WM^7^^9 h>'l'CO|¥ 
iJiB'fct^f^J-i 9. TAN-1746 <0«jgf4T^tC*1- 

(Yt3l 




-)ja:^ (I) -C^^ixSft^l^Jtt. 01J^«, TAN-1 

[0 0 15] *Sf£:tJ:fflv>e)ttsTi/'>'Wbaat u-ci±, 

1) m^^y-f K : m^Ltm^ n y i$:/a 5 K^dSffl 



-5- 



Ti^mtLx^t. m^\myi(^is^m. mykzfuifiti^m. m 

4) «3|;tfJ;?« h^^>^ 1 

^(^^;;^x/UC0t5;6\ 1 - 1: Kd:^-^- 1 H- 2 - try 

5) : mK.\i2 - tfy 

5o 

[0 0 16] Striac^TV/WtfflJlx J^Wt-^^^TAN- 
1 7 4 6 1 ^MCM fifJxLttjKj 1 ^/^^Sk±^mX- 
t . 1 ;tv^ U 3 0^/^Sa;55$f $ LV\ 

yl^^i^^-K^S ;T±h::^h })/U^(0:=- h V /UM I 

l/^ ^nn/J^/UA^ 1, 2— v^:5^nn:ii^ v^cO/Nny 

yai^/PT^^'. fyy^/wr^v. N-;?«f'y^*;^3^^ 
y^', N-;^^/H:f-<y v5>^. N, N-S^p^^/l-T^y 

^'^oH&r^:/ ; fy i^^^. tf=iy:/, /u^>?:^, ^ 
ye^v^^^of yi^>'S«;5Sffl^,^fetl*o ctt6«-«o 

[0 0 17] ^TVMbSlSJi:. ^mt^^cOTi^Mt 

yai^/pr^:/(?5<t5/c?JliJWKHi®r^>'. fc-yv?y. 

/3-*yhflY-tf3y 2, 6-yW^i^^^, 4 

-i^^^/uT^y ey >::;^>-, 4- (i -fn y e^r^/v) 
mm. m. mmi^vv^j^^) fj:t'i)^m\r^hti^o mmm 



i[:r/i^^=^^j^ (AICI3) . mmt^^^y (tic 
I4) . ra^ti® (Sncij . ^mcT^^^y. mt 

^) . um^m m. mm. ^^mmm. mat^m. ^.it 
im^) . ^mmk m. -<>^i^:^;v^>^i^m. p~h 

m. i3>yT-:!^^^^^>m^) . ®M4-Y:d-V3S«M8i!i 

4-i^;»«^>^^7^/tfyi^y?iif;5S»4U\ «!felSE<Offi 

/S^O. 0 0 l?tV^Ul O^/K »*L<ti*^0. 001 
ii^^-3 0*V^U1 0 0*C. »*L<t^j^l 0?iV^L 
X.«*?I5^^*V>U3 0^M^) 

I0 0 18]JKTt-. lllfi«yi-e#fcixfcTAN-l 7 
*»i«i 

TAN- 1 7 4 6(D^!^;;^*5j:t;ffc naBSftBsat-^t-s 

E^^J5S^LT. B167<^/— (melanoma) (Btffl 
jfeA ;d*^A/W%lgmBB y 1^-^ • V ^-y^ <t 
19 A^) > P 8 1 5-^;^ H^>r ^ (mastocytoma) 

erican Type Culture Collection (ATCC) ] J:OA 
#) . HeLa-S3 ^ntfy^n^ K • ^ (epi 

theloid carcinoma) (S+ajfeA ISSMff^gf ( I F O) 
J:«9A¥) . 43J:tJ^G3 6 1 -ry >/'^>-h - J- 
(malignant melanoma) dtSfeAIHS^WSSff ( I F 

O) X^A^) 4:^ffiUfco 5nM 2-:}^;ujU:fh3L 
^/—/K 2mM L-^/P^?'^:^. 2 0/ig/ml^^>^ 

K) . 10% mm/mm) ^mi^^am i^^y^:^- 
IB) *H] ^xxf±^^(o^mmmm2xi oVmi 

(B 1 6(D;?^5 X 1 0 Vml) •fo4r^tp#>f-i//V'M 
EMJtJfi [MABji ; P-8 1 5 ^ E L - 4 (OJ&^{^R 
PM I 1 6 4 0^* (UABW ] t-x TAN- 1 7 

4 6^iiS:*Dx.. 3 7t:. 5% («»/^fi:) ;K^;35f:^ 
T-T?3 0P«1^«Lfc^. MTToItcS l^mh. i^^- 
-^/i^ • • ^ Ay n v?;«;/V/ • y— X (Journal of I 
mmunological Methods) ^9 3^. 1 5 1986 

\:i%-:>x^mmmm(Dmm^m'&\.±o ^jmmm 

iCM-t^ TAN-17466050 (ng/ml) <0 
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10 0 19] 



TAN-1746 (^mmmi^mmmmr^m 



m m m m 


50%iaS«S (ng/nl) 


Oft 


Bl S-?'^^— T Caelanona) 
P8l5^X^1^>f r 

(nastocytona) 


7. 5 
4. 7 


t: 
h 
ft 


HeLa-S3 ^M'rxi^ Y * ti)\^'^ J 
—•7 (epithelold carcinona) 
G361 TU/^yh-^^y-^ 
(lalignaot nelattona) 


8. 1 

.n. (r Jo^^ggtaBS 



1 0 0 2 0 1 mmm 2 

TAN-l 7 4 6(^tf:;;^N I H 3 T 3i^JWJia*5 

;«f vfkN I H 3 T3mm\zni-i>mmmmi^K 

-rr>;^N I H3T3iE^ttfla (IFOj;»9A^) *5^t;? 
ffittSe r b B 2 [^^-T^-r- (Nature) ^3 1 9#, 
226H (1986) *5 iO^^-f ^-t- (Nature) ^.3 

1 9#, 2 3 OH (1 9 8 6) ] . s r c C^^-t— 

/^^nni;;^- (J. Virology) ||3 5 0 

M (1 9 8 0) ) ^:fctiHa-r a s l-t/l^ (Cell) » 

2 9«. 1 6 IH (1 9 8 2) ] (0«-;^f>'ae^-e*ix 
mjg|fte«lLfc^!>:^NIH3T3JW8aSr. 2X10 



Lfe-70;^N I H3T3 

5xioV!>^/V') i:?i^J:9i;i9 6:A:>^w 
K) *5J:i;5l0% (^l:/^fi) 4^JI&JfijliL« (O-Tj/^J' 

. oii^ - oiwWi^T'niJ^^ httj?. ^B) ^-g-tf 
Bfe^^L^o TAN- 1 7 4 6«rKiSffi{caaj!JDx:. 3 

7t:. 5% («l:/^i) iKBfc:j?f;^T"e3 9rffl««Lfc 

mi:m^Lit^ #JMJiat;i^-f^ TAN-l 7 4 6(^50 
(/zg/ml) (DjBIJ5g3ie*S: [^2] Iz^i^, 

im2] 



TAN- 1 7 4 6fl)N I H3 T3iE«aiateJ:Cf*Wfcatti: 



a 83 


5 096I1SSS (jue/il) 


v>?x»iH3T3Eiir«ns 


10 




Siiiie rbB2 


0. 7 2 




s r c 


0. 2 2 




Ha- r a s 


0. 16 



«f^ffl«r^Ufco S^lCg^^a^ictJl^r TAN-l 

[0 0 2 1] mtkm 3 

rillCTAN- 1 7 4 eilKKrtS-^Lfc. TAN-l 
7 4 6 2 5iiig/kg©S^*-CM«©liJiH:qric{C«lSiJ 

IIS^0!I4 

TAN-l 7 4 6?S:^!>;^t2 OOmg/kg^Et^S-^L. 

[00 22] ;*:^§gW'ft:-g-ifel4. >' • tf h n (in vit 
ro) *5J;05^>-- trjj? (in vivo) i*@^T?Stffi«f^ffi 4- 



f-zw. 'TJ?. i^i'tf) ©ffitt«K©f&«Jj:ffl 

mtmm m. ±mi>^/^, m^^A,, m^Ay, m^Ay. m 
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(I) *fctt^:®«^i>»^J m. y-T-i^(Tween) 8 0 

(r \-y::^^<^y-^±m. JfeB) . HCO 6 0 (B3fc 

iti-hV^M^. y/pfh-zw, :;^K!?*S/j: 

if) «rift#»C7|ctttt^S!lfc. fe5^^tt:^y-y^fi. =? 

[0 0 2 31 Sflc^^©;^ 

*^e^(D{t:^%i (l) 

±l2@tt<^t>©t Ur»4. -fb-g-fe (I) 
fct;i«^?iiJi:i-5K:tt, g*jc^*p©:*rjfecufc*sv\ 

tf--/wa^ft:, T^'y/i^s-a-ft'iif*s3ii»fp,ti< 

[0 0 24J tztx.i-ima^^^m\^i-^\cit^ sfl^iii 

n— #y tr=-/i'tro y Ki^, t Kndp-'>7'nf/p 



n— t Kndfe^;,(^/V-fe^l/n— b Kn^i/^n 
fc'yp-feyl/n— sKy ^^•^t'ai^U^^^^y =— yW. 5'^ 
— :^8 0, ://H3 = s'^F 6 8, -fe/Wa— ;^T-fer— h 

r ir \) • r y/wK*S-^) JsitKK'fk^tJ'v, 

ii^. {it^m (I) <^^i:) t LT, l 

HfiKA (f*:fi5 Okg) 1 ASftO*?)! 0iiigJfcV^L2 g, 
t ►)*3(tifi^2 OIBg/J:l/^Ul gSri^ftof&iS(;ifflv^5©!JS 

[0 0 2 51 E-lTlllfi01l(::J;oT*^M©rtS«r$C>fc 
-T-fi^y • ^'^^ K^^jKy FL-36 58 

— ;^3%, ^:*ca*&i. 5%, 3-v;^r-<-7'' y* 

— 1%. jKy^7'h>'o. 5%. mn^^^o. 3%fc 

<fcUtlg^fc::>-hy i:>AO. 3%S:-&tf 5 0 OmKDa^:* 

(pH6. 0) \mmL. 2 St. 4 8^^a«sa^ 

2 0 0 y y V i^;^ • ^.f—A^ ■ f^^i/fy 

^^y-fey^'iro, -^/Hs— ;^3%, iMi*t&2%. = 

->";:^r^— T*- y*-l%. kf— /W#SO. 5%, 
tfc|S*tt^»*/l'^^!>AO. 5%S:-g-tf 1 2 0 y s' h/VO 
(pH6. 5) IC^fttU 2 St. iiai2 0y 

s' b/i'/^)-. 1 6 OlHl^/^J-. I^Elkg/ciD=<^^ 

1 0 8 y y h/i'Sr. «iS*lbSl (yi?yiry^ h 6 0 
0. BgfDfk^X^^tK) SrfflVNTilgiiLfco mm 9 0 
y y h/K^ p H ^ 7 . 0 (C^g^, Sti?:n^/w 9 0 y 
y Lfco *«ISSr0. 0 1 NiSK 2 8 y y 

h/W, 2%^IS*5gf-hy 27yyh/V'*J 

io^Tk 2 6 y s/ h/v-cwi»:ft#m. mm^mLfto # 

!KlSr«StL.rTAN-l 7 4 6(Di|t»5l5 (8 8 Qmg) Sr 
^e-fc. WbHfci|S»5|CSri'y*y/w*9A^n-^hr 

yy^— 5 0ml (df— ^/wy/l/e 0, 70~2 3 0p< 
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^f*:/ (5:5 (2 0 Oml) .7:3(15 0ml) ] T 
: -^^"^y [9:1 (2 5 0m 

1) ] . i^K^^/w (5 Oml) x^mnkmoivrz, mmm 

SrSffi^@Lr#^>Hfc|&* (3 1 5mg) ^ftHP 
LC (;«7 7i^ ; YMC-Pack, D-0DS-5(S-5 120A), 
ft : 33%T-feh-hy;v./0. 02My>'B 
(pH6. 3) , Hm; lOml/4^] (C«-Lfco ^VfM 

TAN-1 7 4 6(7>&fe«J* (1 9 9mg) tmbfl 

1 0 0 2 6 1 nmm 1 

^ffiCfl 1 -e»e)*LfcT AN - 1 7 4 6 «rfflv>r. tibic 

:<7y-fe/Hc:5te«L. 3 0mgOT 

AN - 1 7 4 6 *^**r^;«7:/'fe/^S'JSra!itLfco 
TAN-1746 30mg 
%^ 1 0 0 m g 

3— ^'j:^^— =^ 4 0mg 

:!^'rr]}>«t'^i^^i/^A lOmg 



If 180mg 

9mm 2 

liifefiaji-c#e>n;^TAN- 1 7 4 6*5j;uf;^xr y 

i/;^ A Sr Affile Lfc:d5o TpI^ttx>'y^^<07K 



TAN-1746 30mg 

?L» 6 5mg 

=3— >'>^^— ^ 3 Omg 

■5I^14x>^>^:^ 3 5mg 

;^xTy V®?'^^;^^v'!>A 2 Omg 



3 



1 8 Omg 



ll-C^btl/fcTAN-l 7 4 6 4:3 0% (w/ 

v) >t?y3i^u:/t/y 3-/w4 0 0*^tf4a:feJS*(ii 

^^LTTAN-1 7 4 6O0. 0 5%^ffi^PSiU 
UT. r /HC 3 0 m 1 T LfCo />V 
T>'Hffiafc«9> 1 5mg(^TAN- 1 7 4 eSr-^Wt" 

[0 0 2 7] 

[Ell J TAN-l 7 4 6C05^^j||KJR (I R) 
[02] TAN-1 7 4 60^3c««^*n6 (NMR) 



II] 



100.0 



BD.O 



3 GQ.Q 



40,0 - 



4000 




3000 



2000 



1000 



IS St (cin-i) 
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[g]2] 




(51) Int. CI. ^ mm^ ff^mmm^ fi mmm^mm 

C12R 1:01) 
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